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* *?■ As V s< V $T $ n ^ ^ A ( methylripariochromene A 
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^^•/Vp^^y^-^n^^-A ( methylripariochromene A 
(6-Acetyl-7, 8-dimethoxy-2, 2-dimethylchromene) ) „ 
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25 8-V>* h V-2, 2-i?t 5vl^ P^V) ft if **££;h,5. 

» P ^ ^^feoife 



WO 2005/027904 PCT/JP2004/014311 

7 




LEtSH 

ZnCl 2 ^ra 2 S0 4 
2.Raney nickel 




WO 2005/027904 PCT/JP2004/014311 

8 

M*m^x, mm, mm, <<m, mm, mm, mm, &m, xtt»*fbfc 

5 

^yf^/vy^y^^JS^m-^W-f^ 0Ux.fi. ^=tyty (t;vy^ 

7y^^^ (y*/l^^ ) ^ ^ (Orthosiphon aristatus (Blume) Miq.) ) % 
^r/V y is 7*1/ ^7Vr-f7;VP^ tfA' K (Orthosiphon grandiQorus 
Bold.), t/wy^t^ /Hf^yfa^ ^l/h (Orthosiphon rubicundus 
15 Benth.) N ^-^y-yy^-^ <0 h (Orthosiphon spicatus Benth.) 

Tk.WrA' yi/y^-V -O' h (Orthosiphon stamineus Benth.) 

h y ? Aji^js-rsfitw-te, M^f^ h y 17 ^ 

y /n° y «7 A y (Eupatorium riparium Kegel) ft £*^S=;ft5o 
20 ^^^^tfTJSfdM-r^tJ^^s ^Tlf7 i?^y 7J 

y (Stevia serrata Cav) ft ^#^£*l,3o 

^Tttffi^f££*Tofc^ jgH^gl^SrfTo-C. ^Pjo^ny^^^r 



WO 2005/027904 PCT/JP2004/014311 

9 

r»ufc^o) ittgpicttTiw^i2~i o o omaifpm^^ig^T* 

15 

Ml^W^Jte. -LlB#5t5£ (1) tf^5^n^y{^0 / M<it) 
25 v^»a\ ft©li (i) (i i) Sr-^tf^felcJ:"?, WkHZZo 

is en : isvn*wi/7*i/m,\z.mirz>mm, hvt?j»m 



WO 2005/027904 PCT/JP2004/014311 

. 10 

X@ (i i) :IS (i) T#fciXfcttffl4fea^ (1) T'i^tbS^ 

1M (i i i) : xm (i i) "CWibfc^ ^fl2^»Sr-tO**fUffli-* 

±flBW^lBlOfii3£*ife»c*5VNT, «KtS: ( 1 ) tbS * o ^ Wb^feKifi. 
M & fc£ ^ ^ f ^ !) n ^ yA ( methylripariochromene A 

(6-Acetyl-7, 8-dimethoxy-2, 2-dimethylchromene) K 7t h/^n^P^y 
10 (acetovanillochromene (6-Acetyl-8-methoxy-2, 2-dimethylchromene) K 

^"/Vy^nj^^A ( orthochromene A 

(6-(l-Hydroxyethyl)-7, 8-dimethoxy-2, 2-dimethylchromene) ) ft ifj&S^^jh/S o 

15 *«M©W^0H:. Milt 4@RU mmxte#zf±/vmt£ ¥<z>MMte 

Maw-?**. 



WO 2005/027904 PCT/JP2004/014311 

11 

4-T^y}?vXT^y—3, 1 7-^^-1 V y^xfi/y^^-;w 

15 y^y^^n. ^y^/n^v*, ^-ah^^^, ^m^^^^, % 

•y-f])^^ hptf?^^**^ t7r9^v, ^"fe^*^, 

20 3MJ-^ nn7iy, — /K = «7 A y n y h\ -fe^vi^f ]) ? 

^oJJK »7 >^ t ssuism > h V ? c n#/l^=; y K^tf^y -/vfc if© 

25 Bigt£»J, «k MWkKitjSRl, £*Mfti|xak ^y-/K ifciiak 

tettU 0. 0 0 0 1~1 Oll%g^ s 0*U<fiO. 0 0 1~5li%gt 



WO 2005/027904 



PCT/JP2004/014311 



12 

# £ ItM lt n www-* r. t i «9 #5 r. t *s-e# 6„ 

mm, msm, mm. mm&xmmmtezfrbmrnizimx^m^ 

fc*tU 0. 0 0 1~5 0il 0 /oit, 0£U<«O. 0 0 5~2 0fi%it 

20 *t\ ^p^^i^i-e, o. oooi~5 g ^ ^u<«o. o 



WO 2005/027904 PCT/JP2004/014311 

13 

10 ISW^ itfflftU ."HI***. «c#J, B&Kfflk JUfeffik rT^^J, 

U 0. 0 0 0 1 ~ 5 0£ L< J30 . 0 0 1 ~ 2fi*%m^t?fe5o 

aI3t> ^n^^t;^o*T?o. ooooi~o. sggf, ^U<fiO. 0 

0 0 1~0. 1 ggg^fcSo 

*»wow^ftitt, mm^, (i) T^5^p^yft^>i&< ttis 



WO 2005/027904 



14 



PCT/JP2004/014311 



fvt^ik&mcommRXFmfefe, %%®tb<DX%$i (Chem. Pharm. Bull. , 47(5), 
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R 2 
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2. (i) -t?^^tbS^n^>>ft:^w N 

^^/^y/^y^-^n^^A ( methylripariochromene A 
(6-Acetyl-7, 8-dimethoxy-2, 2-dimethylchromene)) „ 
15 T'feh^^^o^n^i/ ( acetovanillochromene 
(6-Acetyl-8-methoxy-2, 2-dimethylchromene) ) N 7kl£ 

^-/vy^n^^A ( orthochromene A 

(6- (1-Hydroxyethyl) -7, 8-dimethoxy-2, 2-dimethylchromene) ) J&* £> ft <5 £> 
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6. ^T^xm (i) (i i) $r£tp % TIBfflBfi^ (1) 
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^—jV^mfro Xf* % -CH(0H) R 7 , Xtt-C (=0) R 7 Sr^"t~o R 7 te. ^^1~4<Z) 

io xm $ * n * >4t&®<D&te <thi n&*mj8& t vx^-rz ^^m<d 

15 (i i) (i) -0#&axfc$Affl*to>6>, flKt* (i) xmZtiZfvt^k&M 
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^^/V^y^y^-^ o^VA ( methylripariochromene A 
20 (6-Acetyl-7, 8-dimethoxy-2, 2-dimethylchromene) ) „ 

Tth^^P^P^y ( acetovanillochromene 
(6-Acetyl-8-methoxy-2, 2-dimethylchromene) ) x ZfctF 

^/l^y^n^^A ( orthochromene A 
(6- (1-Hydroxyethyl) -7, 8-dimethoxy-2, 2-dimethylchromene) ) £> & Sf¥;fr» b 
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a=/^^-r o Xte, -CH(OH) R 7N X«-C (=0) R 7 «r^i- 0 R 7 f3\ £*Hfifcl~4<Z> 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP2004/014311 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K31/353, 7/06, A23L1/30, A61P17/14, C07D311/18 



According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K31/353, 7/06, A23L1/30, A61P17/14, C07D311/18 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI (DIALOG), BIOSIS (DIALOG) , CAS(STN), MEDLINE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 2002-511459 A (Novartis AG.), 

16 April, 2002 (16.04.02), 

& WO 99/52890 Al & EP 1070059 Al 

6 US 6346626 Bl 

JP 5-506844 A (Takeda Chemical Industries, 
Ltd.) , 

07 October, 1993 (07.10.93), 

& WO 91/12249 Al & EP 514546 Al 

& US 5278186 A 



1-7 



1-7 



I I Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



Il£» 



Special categories of cited documents : "t" 
document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international "X" 
filing date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y" 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
14 December, 2004 (14.12.04) 


Date of mailing of the international search report 

28 December, 2004 (28.12.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
TeleohoneNo. 



Form PCI7ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/014311 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

L [*] Claims Nos.: 8 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claim 8 involves methods for treatment of the human body by therapy and 
thus relates to a subject matter which this International Searching Authority 
is not required to search. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. HI Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q^J Th e additional search fees were accompanied by the applicant's protest 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



BBRR24M 



mmrnmm^- pct/jp2o,o4/oi43h 



a. mmnm-tz&mo&m onRmn&M < i p.o ) 

Int. Cl 7 A61K3 1/3 5 3, 7/0 6, A23L1/30, A61P17/14, C07D311/18 



Mfcffofcfc/hRWSffl. <BB4*tt&*R (IPC)) ' • 
Int. Cl 7 A61K3 1/3 5 3, 7/0 6, A23L1/30, A61P17/14, C07D311/18 



iVgffll£~r*&m Lfca-^f*— tJ"<— (7*-t-*-*— *©£;pfc WBttelt^ bfcffilS) 

r 

WPI (DIALOG) , B IDS I S (DIALOG) , CAS (STN) » MEDLINE 



c. m&jrzkm&bnzxm 



JP 20 0 2- 51 1 459 A U '*A/T 4 * 7 9 3 T^-ls / f 
^>f7 M 2002: 04. 16 
& WO 99/52890 Al 
& EP 1070059 Al 
& US 6346626 Bl. 

JP 5-5 0 6844 A (^ffi^tftX^^lt) 

1 9 93. 10. 07 & WO 91/1 2 2 49 Al 

& EP 514546 Al & US 5278186 A 



1-7 



TEj S^ttiM 0 Mco Wffi* f±#ffF-efc -5 2*. H^m®0 
Wmi^g£;ftfc%co 

0«l< \*fa<Dm\t£m&*m£irz>it.ib\ l c? l m-rz> 



co B com U:<2fcg £ tifzXM. 

mm i: s-m-r s t» <ot»b* < , ?m oWMx.\±m%s 

co$T^4Xfm^tt;&s&v^#;t fetvs t co 

tyj mzmi&<D&5Xffix-ib<?x, mmxffiktiKDim 



14. 1 2. 2004 



B@KSMRftco383i B 2812 2004 



H^pacliHco^#S.rj!fc-c5te 

B#B#fF/r (I SA/J P) 
^#■§•1 0 0-8 9 1 5 
JMBST ft ffl 18 ST B 4#3-£- 



SdJ§ S 



4C 



9 0 5 0 



®IS#^- 03-3581-1101 ftB. 3 4 5 0 



«PCT/ISA/2 10 (12^) (2004iFl£) 



PCT/.JP2004/0143 U 



3 . □ MI^O«GB tt> ^«lt^:o«5ffl-Cfoo T P C T3UH6. 4(a) <D% 2 3 X<D#UkK 



1. □ W^^jBHftiK)Pl«*Wfei-^TMMrt^f*Ufco-?, £V>MMBfefc£r»:. r^T<0BHE»nB*lll# 

3. □ mmx^m^mamwm^-no^vi>mm^mt^t)^it<7>x\ z.<?>mmma*m#tt* mmwom 



4. □ fflMA^^^iiJn^^c^tr»irart^i^#u*!&^fcwT% w^<z>©ia©*^^iE«4 



□ &Mffl&^m*<ni&ttbmzmmAfr<bmm%&x&&><}it 0 

□ jiAnws^st^sw- 1 *»c a® Aa> e> &m * £t n * a» ? fc. 



SSPCT/ISA/2 10 (Sl^-yogi (2) ) (2004^11) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



